started at the end of 1980 between Helsinki University Central Hospital and the Finnish Rheumatism Foundation Hospital for evaluation of cellular inflammation in acute, subacute, and chronic synovitis in RA by modern (immuno)histochemical methods.
Materials and methods

PATIENTS AND BIOPSIES
RA was divided into three different entities on the basis of the clinical evaluation of the duration of the disease and synovitis at the time of histopathological analysis ( Table 1) . We separated synovitis of recent onset into two subgroups based on the duration of the underlying RA. In cases with acute RA the duration of both the synovitis and disease was clinically less than three months. Patients with subacute RA had a well established chronic RA but no clinical symptoms or signs in the knee joint 549 The avidin-biotin-peroxidase (ABC) staining method of Hsu et al. 14 was used to identify the cell subsets in the biopsy specimens. For ABC staining No erosions in the joint from which the biopsy was obtained.
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Results
Patients with clinically different forms of RA were also segregated histopathologically into three distinct patterns (Table 3) . However, because of interindividual and intrasample variations, grading of the intensity of cellular inflammation (instead of numerical evaluation as percentages of all cells) was the most rational way of expressing the findings in these three different subgroups of RA. ACUTE 
RA
In acute RA the most prominent feature was the abundant occurrence of mononuclear phagocytes, especially in the sublining layer (Fig. 1) . Granulocytes were also often present in patchy infiltrates and entrapped in the fibrin layer covering synovial villi (Fig. 2) . Only a sparse T cell infiltrate was observed in the subsynovial layer. SUBACUTE RA Subacute RA was histopathologically quite distinct from the acute RA. In subacute RA lymphocytes were always observed in nodular perivascular infiltrates in the subsynovium (Fig. 3) . Mononuclear phagocytes were also abundant in subacute RA, especially below the lining layer as shown in Fig. 3 . In the perivascular lymphocyte rich infiltrates the ANAE+, T3+ T lymphocyte was the predominant cell. There was only a slight augmentation of T4+ cells over T8+ cells (Fig. 4) as compared with the normal 2:1 ratio in the peripheral blood. Many of the local lymphocytes were Ia+ (Fig. 5) . In contrast to acute synovitis plasma cells also were observed in situ in subacute RA, but they were not as numerous as in chronic RA.
CHRONIC RA An abundance of plasma cells was the most characteristic feature of chronic RA as opposed to acute and subacute synovitis, and they often formed dense infiltrates composed almost exclusively of plasma cells (Fig. 6 ). Mononuclear phagocytes were not as frequent as in the more acute forms-of synovitis. T cell was the predominant inflammatory cell in situ in chronic RA.
HISTOPATHOLOGICAL FEATURES OF PATI ENTS
To give some idea of variations in histology between members of the same group of patients a short description of the histopathological features in each individual patient is given below: liferating capillaries, dense lymphocyte and plasma cell infiltrates, occasional monocytes.
Discussion
The host response to a pathogen often consists of an inflammatory and an immune response. The inflammatory response is fast and non-specific. The neutrophilic leucocytes and mononuclear phagocytes have been distinguished as the main protagonists of inflammation.'5 16 The immunological response is slower but it is characterised by specificity and memory. Immunocompetent cells, i.e., T 
